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Carolyn R. ; Timmis, Jeremy N. 
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immunodeficiency virus type 1 envelope glycoprotein 

SO J. Virol. (1995), 69(1), 220-30 
CODEN: JOVIAM; ISSN: 0022-538X 

AU Shotton, C; Arnold, C; Sattentau, Q. ; Sodroski, J.; McKeating, J. A. 
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AU Kotsinas, A.; Vageli, D.; Varakliotou, A.; Anezinis, P.; Cranidis, A.; 
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AU Grimm, Christian (1); Baehler, Juerg; Kohli, Juerg 
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Gomez-Catalan, Jesus; Huguet, Emili; Oliva, Rafael 
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ISSN: 0174-7398. 
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AB In this work, we explored the existence of genetic variants within the 
apolipoprotein E gene transcriptional regulatory region, using a 
denaturing gradient gel electrophoresis screening of a region comprising 
nucleotides -1017 to +406. Upon a population study, three new 
polymorphic sites (-491, -427 and -219) and two 

mutations were found. Functional effects of the polymorphisms, assayed by 
transient transfection and electrophoretic mobility shift assays in a 
human hepatoma cell line, showed that polymorphisms at sites -491 and 
-219 of the APOE promoter produce variations in the transcriptional 
activity of the gene, most probably through differential binding 
of nuclear proteins. 
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AB The invention provides a diagnostic method of detg. Kell genotype by the 
identification of the mol . basis of a Kell polymorphism. Specifically, 
the invention provides a method for detg. K1/K2 genotype with great 
accuracy, overcoming problems assocd. with traditional serol. typing 
methods. The diagnostic method of the invention preferably employs 
amplification of K1/K2 nucleic acid sequences, and optionally employs 
differential cleavage of Kl-K2-specif ic nucleic acid sequences by 
a restriction enzyme. Also provided are nucleic acid oligomers useful as 
probes or primers for the method of the invention. Furthermore, 
diagnostic kits for the detn. of Kell genotype are provided. Thus, the 
complete sequence of the KEL gene from a human placental genomic DNA 
library indicated that the gene is organized into 19 exons . PCR cloning 
and sequencing indicated the mol. basis for the K1/K2, K6/K7, K10/K(-10), 
and K3/K4/K21 polymorphisms: the K1/K2 polymorphism occurs in exon 6 
resulting in a Thrl92 . f wdarw. Met substitution in the Kell protein; the 
K6/K7 polymorphism is in exon 17 resulting in a Leu597 . fwdarw. Pro 
substitution; a point exon 13 results in Glu4 96 . fwdarw. Val for the 
K10/K(-10) polymorphism; and the K3/K4/K21 polymorphism is in exon 8 with 
an Arg281 . fwdarw. Trp. fwdarw. Gin substitution. Each of these 
polymorphic sites cleavable by specific restriction 
endonucleases (BsmI for K1/K2, Mnll or Ddel for K6/K7, AccI for 
K10/K(-10), and Nlalll or PvuII for K3/K4/K21) or amplifiable by 
allele-specif ic PCR primers. In addn., alloimmunization can be detd. 

with 

Kell antigen peptide probes reactive to anti-Kell antibodies. 
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AB For rapid individual anal, of patients with X-linked agammaglobulinemia 
(XLA) and for disease carriers, an exon-scanning approach has been 
developed using a single PCR to amplify all exons and the putative 
promoter region with a single annealing temp, and with the same PCR 
conditions for all amplified segments. This oligonucleotide primer set 
has now been improved to amplify individually all Bruton's tyrosine 

kinase 

(BTK) exons, to enhance the yield and purity of the PCR 
products, to avoid described polymorphic sites in the 
amplified segments, and to solve inconsistencies in the intronic 
sequences 

generated independently by several groups. Novel missense mutations 

I429N 

and M477R were identified. Thus, a rapid and efficient system for 
mutation detection of the BTK gene is presented which allows an improved 
mol. diagnosis of individual patients with XLA, including presymptomatic 
testing for a putative gene defect and differential diagnosis of 



human primary immunodeficiencies with a reduced no. of B-cells. A 
non-random distribution of amino acid substitutions along the enzyme 
domains has been demonstrated using the available BTK mutation pattern in 
patients with XLA. 
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AB Several repetitive elements have been associated with and identified in 
the surrounding region and within the human c-H-rasl gene. The 
polymorphism exhibited by these sites provides valuable information 
regarding the function and structure of the H-ras gene. We have 
investigated two such polymorphic sites: i) a 

hexanucleotide microsatellite region (HRMS) within intron 1 of H-ras and 

ii) the VTR region at the 3 1 end of the gene. Comparison between normal 

and tumor tissues from 25 samples of bladder cancer revealed that 5 

samples (20%) exhibited LOH at these polymorphic sites 

indicating that an allelic loss had occurred at the H-ras locus. 

Furthermore, instability was detected in 4 cases at the hexanucleotide 

locus, while the VTR region was found unaffected. The two 

polymorphic sites are in a strong linkage disequilibrium 

in normal tissues, while in tumor tissues with genomic instability this 

linkage is altered, possibly leading to differential regulation 

of the H-ras. Also a previously reported allele at the HRMS locus was 

found to behave in a manner that preserves the linkage between the two 

polymorphic sites in normal tissues. 
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=> LOG Y 

COST IN U.S. DOLLARS 
FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 



SINCE FILE 
ENTRY 
114 .59 

SINCE FILE 
ENTRY 
-1.24 



TOTAL 
SESSION 
114 .80 

TOTAL 
SESSION 
-1.24 
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